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Please add the following new claims : 



--38. A method o^ stimulating epithelial cells in vivo 

comprising administering \to a patient in need thereof an 
epithelial cell stimulating amount of a glycosylated or 
unglycosylated keratinocyti growth factor (KGF) polypeptide, 
\ wherein said polypeptide has\a molecular weight of between about 
\l6 and about 30 kDa and stimulates a greater difference in fold 
)\stimulation of BALB/MK keratUnocyte cells relative to NIH/3T3 
Jibroblasts when compared to the difference in fold stimulation 
/of BALB/MK cells relative \o NIH/3T3 cells stimulated by 
epidermal growth factor (EGF) , \transf orming growth factor-alpha 
(TGF-alpha) , acidic fibroblast Xgrowth factor (aFGF) and basic 
fibroblast growth factor {bFGF\, as measured by percent of 
maximal H^- thymidine incorporatiof 

39. The method of claim 38, wherein an amount of said 
polypeptide that stimulates maximal stimulation of BALB/MK 
keratinocyte cells, stimulates less than one- fold stimulation of 
NIH/3T3 fibroblasts, as expressed as fold stimulation over 
background . 

40. The method of claim 38, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/50th maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with aFGF or bFGF . 

41. The method of claim 38, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/lOth maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with EGF or TGF-alpha. 
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42. The method of claim 38, wherein the maximal 
stimulation of BALB/MK keratinocytes by said polypeptide obtained 
within the concentration range of 0 . 1 to 3 nanomolar is at least 
twice that obtained with bFGF within the same concentration 
range . 

43. The method of claim 38, wherein said polypeptide is 
glycosylated . 

44. The method of claim 38, wherein said polypeptide is 
unglycosylated . 

^45. \The method of claim 38, wherein said polypeptide is 
a^itfiinistered in a pharmaceutical composition comprising a 
pharmaceutic^lly acceptable carrier, 

46. The method \f claim 38, wherein said polypeptide has 
a specific activity of \t least 3,4 x 10^ units per milligram, 
whereby one unit of activity is defined as that amount of the 
polypeptide that causes haPf of the maximal possible stimulation 
of DNA synthesis in BALB^MK cells, as measured by fold 
stimulation over background, 

47. The method of claim\38, wherein said polypeptide is 
isolated from a human cell. 

48. The method of claim 38, \ wherein said polypeptide has 
a molecular weight of between aboutV 2 8 and about 3 0 kDa. 

49. A method of accelerating or improving the healing of 
\ a wound involving tissiTfe of epithelial origin, said method 

^\ comprising administering \to the wound site of a patient, an 
^ ^pithelial cell stimulating amount of a glycosylated or 
'/unglycosylated keratinocyt^ growth factor (KGF) polypeptide, 
wherein said polypeptide has\a molecular weight of between about 
16 and about 3 0 kDa and stimikates a greater difference in fold 
stimulation of BALB/MK kerat i^pocyte cells relative to NIH/3T3 
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t, 



fibroblasts when compd^d to the difference in fold stimulation 
of BALB/MK cells relaVive to NIH/3T3 cells stimulated by 
epidermal growth factor Wf) , transforming growth factor-alpha 
(TGF-alpha), acidic fibrdblast growth factor (aPGF) and basic 
fibroblast growth f actor \y(bFGF) , as measured by percent of 
maximal H^- thymidine incorpi^ration . 



50. The method of claim 49, wherein said polypeptide is 
administered in a\ pharmaceutical composition comprising a 
pharmaceutically acdeptable carrier. 

51. The method \)f claim 49, wherein said administering is 
topical administration) 

52. The method oV claim 51, wherein the polypeptide is 
topically administered tA the skin or eye. 

53. The method of \laj4 wherein the polypeptide is 



topically administered to tl 

54. The method 
topically administere 



:in. 



im 52., wherein the polypeptide is 
Vcornea of the eye. 




55. The method of claimV^- wherein the polypeptide is 
administered in a pharmaceut ^al composition comprising a 
pharmaceutically acceptable carrier. 

56. The method of claVU\52, wherein said polypeptide has 
a molecular weight of betweeiiV about 2 8 and 3 0 kDa. 



57. A method of st\mulating epithelial cells in vivo 
comprising administering tb a patient in need thereof an 
epithelial cell stimulating amount of a glycosylated or 
unglycosylated keratinocyte \rowth factor (KGF) polypeptide 
^comprising the amino acid se^ence of Figure 7 or a segment 
thereof, wherein said polypeptid\ stimulates a greater difference 
in fold stimulation of BALB/MK Xeratinocyte cells relative to 
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NIH/3T3 fibroblasts wh^ compared to the difference in fold 
stimulation of BALB/MK cells relative to NIH/3T3 cells stimulated 
by epidermal growth factW (EGF) , transforming growth factor- 
alpha ( TGF- alpha ) , acidic\ fibroblast growth factor (aFGF) and 
basic fibroblast growth fadtor (bFGF) , as measured by percent of 
maximal H^- thymidine incorporation. 

58. The method of claim 57, wherein an amount of said 
polypeptide that stimulates maximal stimulation of BALB/MK 
keratinocyte cells, stimulates less than one-fold stimulation of 
NIH/3T3 fibroblasts, as expressed as fold stimulation over 
background . 

59. The method of claim 57, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/50th maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with aFGF or bFGF. 

60. The method of claim 57, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/lOth maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with EGF or TGF-alpha. 

61. The method of claim 57, wherein the maximal 
stimulation of BALB/MK keratinocytes by said polypeptide obtained 
within the concentration range of 0 . 1 to 3 nanomolar is at least 
twice that obtained with bFGF within the same concentration 
range . 



62. The Vnethod of claim 57, wherein said polypeptide is 
administered iA a pharmaceutical composition comprising a 
pharmaceut ically \acceptable carrier . 
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63. The method oflv claim 57, wherein the polypeptide is a 
segment of the amino acid sequence of Figure 7 . 

64. The method Af claim 63, wherein the polypeptide 
comprises (a) a suf f icientWmber of amino acids 32-64 that said 
polypeptide has said greatier stimulatory activity on BALB/MK 
cells relative to NIH/3T3 c\lls, and (b) amino acids 65-194 of 
Figure 7 . 

65. The method of claim 64, wherein said polypeptide is 
formulated in a pharmaceutical composition comprising a 
pharmaceutically acceptable carrier. 

66. \he method of claim 64, wherein said polypeptide 
fu^her composes Met at the N-terminus. 

67. The method of claim 64, wherein said polypeptide is 
unglycosylated . 

68. The method of claim 67, wherein said unglycosylated 
polypeptide is formulated in a pharmaceutical composition 
comprising a pharmaceutically acceptable carrier. 

69. The method \of claim 63, wherein the polypeptide 
consists of (a) a sufficient number of amino acids 32-64 that 
said polypeptide has saidWreater stimulatory activity on BALB/MK 

^/cells relative to NIH/3T31 cells, and (b) amino acids 65-194 of 




Figure 7 . 

70. The method of claim 69, wherein said polypeptide is 
formulated in a pharmaceutical composition comprising a 
pharmaceutically acceptable carrier. 

71. The method of claim 69, wherein said polypeptide is 
unglycosylated . 
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72 The method of claim 70, wherein said unglycosylated 
polypeptide is formulated in a pharmaceutical composition 
comprising a pharmaceutically acceptable carrier. 

73. The method %claim 57, wherein said polypeptide 
comprises amino acids 32-\94 of Figure 7. 



74. The method of claim 73, wherein said polypeptide is 

unglycosylated . 

75. The method of claim 74, wherein said polypeptide is 
formulated in a pharmaceutical composition comprising a 
pharmaceutically acceptable carrier. ^ 




76. Tl^ method of claim 73, wherein said polypeptide 
^^rther comprises Met at the N-terminus. 

77. The m^hod of claim 73, wherein said polypeptide 
further comprises \^ the amino terminus, amino acids 1-31 of 
Figure 7 . — ■ ~ 

78. The method of claim 57, wherein said polypeptide 
consists of amino acids 32-194 of Figure 7. 

79. The method of claim 78, wherein said polypeptide is 
unglycosylated . 

80. The method of claim 78, wherein said polypeptide is 
glycosylated . 

81. The method of claim 78, wherein said polypeptide is 
formulated in a pharmaceutically acceptable carrier. 

82 A method of accelyerating or improving the healing of 
,va wound involving tissue \of epithelial origin, the method 
<Oi^\:omprising administering to\ the wound site of a patient an 
^^^pithelial cell stimulating\ amount of a glycosylated or 

- 7 - 



Serial No. 08/455,975 



unglycosylated kera^inocyte growth factor (KGF) polypeptide 
comprising the aminol acid sequence of Figure 7 or a segment 
thereof, wherein said polypeptide stimulates a greater difference 
in fold stimulation of BALB/MK keratinocyte cells relative to 
NIH/3T3 fibroblasts when compared to the difference in fold 
stimulation of BALB/MK cLlls relative to NIH/3T3 cells stimulated 
by epidermal growth fadtor (EGF) , transforming growth factor- 
alpha (TGF-alpha) , acidic fibroblast growth factor (aFGF) and 
basic fibroblast growth factor (bFGF) , as measured by percent of 
maximal H^- thymidine incorporation. 

83. The method of claim 82, wherein an amount of said 
polypeptide that stimulates maximal stimulation of BALB/MK 
keratinocyte cells, stimulates less than one-fold stimulation of 
NIH/3T3 fibroblasts, as expressed as fold stimulation over 
background . 

84. The method of claim 82, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/50th maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with aFGF or bFGF. 

85. The method of claim 82, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/lOth maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with EGF or TGF-alpha. 

86. The method of claim 82, wherein the maximal 
stimulation of BALB/MK keratinocytes by said polypeptide obtained 
within the concentration range of 0 . 1 to 3 nanomolar is at least 
twice that obtained with bFGF within the same concentration 
range . 
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87. The method o£ claim 82, wherein the polypeptide is a 
segment of the amino acid sequence of Figure 7. 

88. The method hf claim 87, wherein the polypeptide 
comprises (a) a sufficient number of amino acids 32-64 that said 
polypeptide has said greWter stimulatory activity on BALB/MK 
cells relative to NIH/3T3\cells , and (b) amino acids 65-189 of 
Figure 7 . 

\j^'<j^ 89. The method of claim 88, wherein said polypeptide is 
' administered \n a pharmaceutical composition comprising a 
pharmaceutical 1^ acceptable carrier. 

90. The method Vf claim 87, wherein the polypeptide 
\comprises (a) a suf f icientVnumber of amino acids 32-64 that said 

,.a>' Polypeptide has said greater stimulatory activity on BALB/MK 
Sells relative to NIH/3T3 cd^ls, and (b) amino acids 65-194 of 
/ Figure 7 . 

91. The method of claim 82, wherein said polypeptide is 
formulated in a pharmaceutical composition comprising a 
pharmaceutically acceptable carrier. 

jyASS^ 92. The\ method of claim 90, wherein said polypeptide 
further comprised Met at the N-terminus. 

93. The methW of claim 90, wherein said polypeptide is 
unglycosylated . 

94. The method of claim 93, wherein said unglycosylated 
polypeptide is formulated in a pharmaceutical composition 
comprising a pharmaceutically acceptable carrier. 

95. The method of \ claim 87, v*herein the polypeptide 
onsists of (a) a sufficieri^t number of amino acids 32-64 that 

id polypeptide has said greater stimulatory activity on BALB/MK 
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cells relative to NIH/3T3 cells, and (b) amino acids 65-194 of 
Figure 7 . 

96. The method of claim 95, wherein said polypeptide is 
unglycosylated . 



97. The method of claim 96, wherein said unglycosylated 
polypeptide is formulated in a pharmaceutical composition 
comprising a pharmaceutically acceptable carrier. 

98. The method of claim 82, wherein said administering is 
topical administration . 

99. The method of claim 98, wherein said polypeptide is 
topically administered to the skin or eye. 

100. The method of claim 99, wherein said polypeptide is 
topically administered to the skin. 

101. The method of claim 99, wherein said polypeptide is 
topically administered to the cornea of the eye. 

102 . The method of claim 82 , wherein said polypeptide 
comprises amino acids 32-194 of Figure 7. 

103. The method of claim 102, wherein said polypeptide is 
formulated in a pharmaceutical composition comprising a 
pharmaceutically acceptable carrier. 

104. The method of claim 102, wherein said polypeptide 
further comprises Met at the N-terminus. 

105. The method of claim 102, wherein said polypeptide 
further comprises at the amino terminus, amino acids 1-31 of 
Figure 7 . 
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106. The method of claim 82, wherein said polypeptide 
consists of amino acids 32-194 of Figure 7. 

107. The method of claim 106, wherein said polypeptide is 

( 




unglycosylated . 



108. The method of claim 106, wherein said polypeptide is 
glycosylated. 

109. The method of claim 106, wherein said polypeptide is 
formulated in a pharmaceutically acceptable carrier. 



110 



A methoA of inhibiting keratinocyte growth factor 
\ (KGF)^rctivity in viVo, the method comprising administering to 
^,o6\a patient a KGF acti^ty- inhibiting amount of a pharmaceutical 
S3)omposition, wherein Lid pharmaceutical composition comprxses 
V / (a) an antibody that bVnds KGF and 

(b) a pharmaceutically Acceptable carrier. 

Ill A method of inhibiting keratinocyte growth factor 
(KGF) activity in vitro, the method comprising administering to 
cells a KGF activity- inhibiting amount of a composition, wherexn 
said composition comprises (a) an antibody that binds KGF and 

(b) a carrier. 

112. The method of claim 111, wherein said cells are 
epithelial cells. 

113. The method of claim 112, wherein said epithelial cells 
are keratinocytes . 



114 A method of stiWlating epithelial cells in vitro 
\ comprising contacting epitlLlial cells with an epithelial cell 
^stimulating amount of a\ glycosylated or unglycosylated 
^ >eratinocyte growth factor\(KGF) polypeptide, wherexn saxd 
O.'i /polypeptide has a molecular wkght of between about 16 and about 
^ 30 kDa and stimulates a greatL difference in fold stimulation 
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of BALB/MK keratinocytAcells relative to NIH/3T3 fibroblasts 
when compared to the difference in fold stimulation of BALB/MK 
cells relative to NIH/3T3\ cells stimulated by epidermal growth 
factor (EGF) , transforming growth factor-alpha (TGF-alpha) , 
acidic fibroblast growth Lctor (aFGF) and basic fibroblast 
growth factor (bFGF) , as treasured by percent of maximal H^- 
thymidine incorporation. 

115. The method of claim 114, wherein an amount of said 
polypeptide that stimulates maximal stimulation of BALB/MK 
keratinocyte cells, stimulates less than one-fold stimulation of 
NIH/3T3 fibroblasts, as expressed as fold stimulation over 
background . 

116. The method of claim 114, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/50th maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with aFGF or bFGF. 

117. The method of claim 114, wherein an amount of said 
polypeptide that stimulates maximal thymidine incorporation in 
BALB/MK keratinocyte cells, stimulates less than l/lOth maximal 
thymidine incorporation in NIH/3T3 fibroblasts, when maximal 
thymidine incorporation of NIH/3T3 cells is determined by 
stimulation with EGF or TGF-alpha. 

118. The method of claim 114, wherein the maximal 
stimulation of BALB/MK kerat inocytes by said polypeptide obtained 
within the concentration range of 0 . 1 to 3 nanomolar is at least 
twice that obtained with bFGF within the same concentration 
range . 

119. The method of claim 114, wherein said cells are 
keratinocytes . 
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